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I. The Claimed Invention Is Sufficiently Enabled 
A. Decreasing glucose/insulin le\ els 

Claims 24-31 and 40-47 are rejected under 35 L'.S.C. si 11 2, llrst paragraph, as allegedl\ 
failing to pro\ ide an enabling disclosure. Claims 25, 29, 41 and 45 ha\ e been canceled. 
Applicants tra\ erse the rejections and request reconsideration of the same. 

The Office Action asserts that although the claims drawn to decreasing blood glucose 

and or insulin levels in humans are allowable, undue experimentation is required to decrease 

blood glucose and or insulin le\ els in other animals. Although Applicants disagree, solely to 

ad\ ance prosecution of the present application, claims 24, 27, 28, 31. 4(J, 43, 44 and 47 ha\ e 

been amended to recite "human" instead of ''animal". Accordingly, claims 24, 27, 28, 31, 40, 43, 

44 and 47 are fully enabled. Furthermore, claims 26, 30. 42 and 46 depend from claims 24, 28, 

40 and 44, respcctix ely, and are also similarly enabled because these claims also recite "human". 

The Examiner additionally rejected claims 40, 42-44, 46 and 47, which recite a method 

of "preventing or delaying" the onset of an increase in blood glucose or insulin, stating that the 

ability to decrease blood glucose lexels or insulin le\els in an organism comprising the 

administration of these antisense is not predictixc of the ability to delay the onset or pre\ ent 

increasing blood glucose or insulin level, and the "treatment effects demonstrated are not 

extrapolatablc to prevention." (See pages 3 and 4 of the Office Action). Applicants respectfulK' 

disagree and assert that claims 40, 42-44, 46 and 47 are fully enabled by the specification. 

The enablement requirement of ^112 is satisfied so long as a disclosure contains 

sufficient infomiation that persons of ordinary skill in the art having the disclosure before them 

would be able lo make and use the invention. //; re Wands, 8 U.S.P.Q.2d 1400 (Fed. Cir. 1988) 

(the legal standard for enablement under sill2 is whether one skilled in the art would be able to 

practice the in\ention without undue experimentation). In this respect, the following statement 

from /// re Marzocchi. 169 U.S.P.Q. 367, 369-370 (C.C.P.A. 1971), is noteworthy: 

The onl>' rele\ ant concern of the Patent Office under these circumstances 
should be o\ er the truth of an\- such assertion. The first paragraph of si 1 12 
requires nothing more than objectix e enablement. How such a teaching is set 
forth, either b\ the use of illustrati\ e examples or b\ broad tenninolog>. is o( 
no importance. 

As a matter of Patent Office practice, then, a specification disclosure which 
contains a teaching of the manner and process of making and using the 
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in\ entioii in terms w hich correspond m scope to those used in describing and 
detlning the subject matter sought to be patented must be taken as in 
comphance with the enabhnu requirements of the tlrst paragraph of s:112 
unless there is reason to doubt the objecti\ e truth of the statenients contained 
therein which must be relied upon for enabling support, (emphasis added). 

Throughout the specification. Applicants ha\e clearK' taught that an onset of an increase in 
glucose and or insulin lev els may be pre\ entcd or deUiNcd, and how such pre\ ention or dela\ ma\ 
be achiev ed. For example. Applicants hav e show n that the inhibition of nucleic acid molecules 
expressing PI3K pS5 reduces glucose and insulin lev els in \'i\ o. (See Examples 21 and 22 of the 
specification). Since it has been shown that the decrease in expression of P13K pS5 correlates 
w ith the decrease in glucose and insulin lev els, one of ordinary skill would expect that a increase 
in the level of expressed PI3K p85 would correlate with a increase in the level of glucose and 
insulin. Thus, a reasonable ''extrapolation" can be made that if an antisense compound of claims 
40, 42-44, 46 and 47 is administered to inhibit the expression of PI3K p85, the level of P13K p85 
would not be able to increase, and accordingly, an increase in the level of glucose and insulin 
would be prevented or delayed. Therefore, one of ordinary skill would understand that the 
present invention teaches that an onset of an increase in glucose and, or insulin may be prevented 
or delayed, hideed. Applicants have shown that blood glucose and or insulin levels can be 
decreased upon administration of a compound of the in\'ention. Accordingly, there is no reason 
to believe that continued administration of the compounds would not prevent or delay an increase 
of blood glucose and/or insulin lev els. 

Throughout the specification. Applicants have also enabled one of ordinary skill to 
prev ent or delay the increase in glucose and or insulin. For example. Applicants taught that the 
present invention provides for "methods of treating an animal, particularly a human, suspected of 
having or being prone to a disease or condition associated with expression of PI3K p85 bv 
administering a therapeuticallv' or prophylactically [i.e., preventing or delaying] effective 
amount of one or more of the antisense compounds. . .of the invention [i.e. the antisense 
compounds recited in claims 40, 42-44, 46 and 47]. (See page 5 of the specification). Moreover. 
.Applicants taught that the claimed compounds mav be administered in a number of w avs. e.g.. 
topical, inhalation, intratracheal, intranasal, epidermal, etc. (sec page 23 of the specification); and 
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the dosage can be determined b\' one of ordinan' skill in the art. e.g.. O.ol ug to 1U<) g per kg of 

bod> weight (see page 47 of the specification). 

Additional!)', the AppHcants e\ en clearl\' pro\ ided examples of how to practice the 

cknmed methods of pre\'enting an onset of an increase of glucose and or insulin. For example, on 

page 47 of the specification. Applicants taught that: 

'following successful treatment, it may be desirable to ha\ e the patient undergo 
maintenance therapy to pre\ ent the recuiTcnce of the disease state, w herein the 
oligonucleotide is administered in maintenance doses, ranging from 0.01 ug to 
100 g per kg of body weight, once or more daily.. 

Applicants submit that there is no reason to doubt the objectix e truth of the statements contained 

in the application. Therefore, the Examiner must take Applicants' leaching of methods of 

prex enting or delaying the onset of increase in glucose and or insulin level as being in compliance 

w ith the enabling requirements of the first paragraph of ^1 12. /// re Marzocchi, 169 U.S.P.Q. 367, 

369-370 (CC.P.A. 1971). 

Thus, claims 40, 42-44, 46 and 47 are fully enabled. Accordingly, Applicants 

respectfully request that the rejection under 35 U.S.C. >^ 1 12, first paragraph be w ithdrawn. 
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II. Conclusion 

Pending claims 24. 26-28. 3(1. ?]. 4(). 42-44. 46 and 47 arc in condition for allowance and 
an carK notice of the same is earnoslK solicited, if. tor any reason, the present application fails to 
proceed to allowance, the Examiner is encouraged to contact Applicants' undersigned 
representati\e at (215) 665-2158. 



COZEN O'CONNOR, P.C. 
1900 Market Street, 5"' Floor 
Philadelphia, PA 19103-3508 
Telephone: (215) 665-2158 
Facsimile: (215) 701-2057 



Respectfully submitted. 



Dated; July 7, 2003 
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Quan L. Nguyen 
Reg. No. 46.957 
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